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REMARKS 

Prior to the present aiBendment, claims 26-3 1 ^ and 33 wcva pending. CMms 1 -20, and 32 
were previously canceled. By tiie pa^sent amendment, appUcants have amended claim 27, 
canceled claims 29-3 i , and added new cSainis 34-35. No new matter has been added. 
Accordingly, claims 26-28, 33-35 are under consideration. 

Retcction under 35 U.S.C. § 112, second paragraph 

On page 2 of the office action, the examiner rejects claims 29-31 as being indefinite 
under 35 U.S.C. § 112, second paragraph. In response, applicants have amended the affected 
claims such that the respective compositions consist essentially of a component, Applicaits 
respectfully request reconsideration and witlidrawal of the rejection. 

Rejection ander 35 U.S.C. § 103 over Esehenfelder and Baldwin 

On page 4 of tlie otTice action, the exaininer rejects claims 26-28 and 33 as being rejected 
l\S.C. § 103(a) o^er Eschenfelder {US 4,944,943) and Baldwin {Vh Tr). the examiner 
asv,t'tt-> Ih J! ' R ilduin Loaches LOinposilioiis ( f»/w;/\/<7e ^ticplok naso loi tiic LitMlmciit o! 
^a■^cuicii disease' {ompbasi?* added) Ihtcxamniei states that "I sebontcldcr icaciies a method 
for the treamient of vascular disorders, such as hemorrhoid disease, compming administering a 
thromboiyic substance sucii as streptokinase to a patient in combination with an antithrombotic 
mbstance''' (empliasis added). The examiner alleges that one of skill in the art m>u1d have 
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understood that a tiiromboiytic agent could have been fomuilated in the absence of any 
additional active components for use in a method of treating hemorrhoid disease. 

Applicants respectfuUy disagree. "All y/onis in a claim mast be considered in judging 
the patentabtltly of thai claim against ihe prior art,'' h^IFEP S 2! 43. 03. The claimed method for 
treating hemorrhoid disease inckides administering a pharmaceutical composition "con.sisting 
essentiaily of a thrombolytic protein, wherein the phai-maceirtica! composition is administered 
rect:aily. 

Baldwin fails to disclose administering a pharmaceutical composition ''consisting 
essentially of a thrombolytic protein for treatment of hemorrhoid disease. The "compositions 
to be employed in the practice of the [BaklwinJ invention whether parenteral, oral or si[ppositof>' 
composilions compmes an hnidazok compound in a pharmaceuticaUy accepiable carrier" 
(emphasis added). See col. 23, lines 65-69 of Baldwin. Accordingly, the compositions disclosed 
in Baldwin require imidazole and do not read upon the claimed compositions "'consisting 
essentially of" a thrombolytic protein. See also col, 24, lines 13-19 of Baldwin, as cited by the 
examiner. In addition, as ackjiow4edged by the examiner on page 4 of the office action, Baldwin 
is devoid of any disclosure or suggestion of a method for treating hemorrhoid disease, 

Eschenfelder fails to rectify the deikiencies of Baldwin. Eschenfelder does not disclose 
administering a pharinaceutical composition "consisting essentiaily of a thrombolytic protein 
for treatment of hemorrhoid disease. Eschenfelder discloses *'« mixture of a substance having 
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ihrombolytic activity and of an aiiti -thrombolytic substance" (emphasis added). See col. I, lines 
23-25 of l:-scheiife!def. The passages of Eschenfislder that were cited by tiie examiner also 
i-equire the mixture. 

Accordingly, the combination of references fails to obviate the invention as it is claimed. 

Moreover, contrary to the examiner's assertion, one skilled in the art would have lacked 
any motivation to combine the teachings and any reasonable expectation of success in arriving at 
the claimed method for treating hemorrhoid disease, which inciudes rectally administenng a 
pharmaceutical composition "consisting essentially of a thrombolytic protein. 

For example, there was no motivation to combine the teachings and arrive at the claimed 
invention since both references teach compositions the ''comprise" mixtxires. The references in 
combi nation and individyally are devoid of any teaching or suggestion of a composition 
"consisting essentiaOy of a thrombolytic protein. 

Furthermore, there was no reasonable expecta tion of success in arriving at the claimed 
invention because one skilled in art at the time of the invention would not have considered 
rectally administering a composition "consisting essentially of a thrombolytic protein. The 
Bachmann reference (siibmiited in the IDS filed concurrently herewith) stmes that "Our own 
experience has shown that no or only minimal thrombolytic activity could be measured in the 
plastna of patients to whom doses of 200,000 to 300.000 U , of streptokinase had been 
administered orally or reckiUf (emphasis added)(sentence bridging pages 228-229 of 
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Bachmann). The Bachniami investigators, therefore, studied patients receiving sti-eptokinase 

reclally in the form of Varidase, which Bachmann defines as a composition having streptokinase 
ami streptodornase as '*chtef constituents" (emphasis added)(see abstract atrd first sentence of 
first paragraph on page 228 of Bachmann). 

Accordingly, Bachmann not only teaches that, at the claimed invention at the time of the 
invention, there was no reasonable expectation of success at arriving, Bachmann fijrther teaches 
that at the time of the invention, the art taught away from raHally administering a pharmaceutical 
composition "coiisisting essentially of athrombohiic protein. 

Additional references submitted herewith also teach the absence of any reasonable 
expectation of success at arriving at the claimed invention. Inventive activity is required to 
develop rectal foraiulations in which the active element is a protein, such as a thromboSytic 
protein, because the stability of such protein may be alHected by additional fomiulation elements 
and/or by proteases present at the si te of administration. 

For example, the Yamamoto reference discloses evidence of proteases at tlie rectum in 
I'lgure 3 (see page 282 of Yamamoto, submitted in the IDS filed concurrentiy herewith). The 
Yamamoto reference flather state,s that "rectal ab.sorption of peptide and protein drugs is Mill 
poor as compared with intravenous administration" (emphasis added)fsee page 276, left column, 
lines 11-14 of Yamamoto), In addition, the Y'amamoto reference explains the difficulty in 
developing rectal fbnnulations: "rectal aksorption of peptides is typically very low due to poor 
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membrane pemieabiiity characteristics and extensive hydrolysis in the reclai mucosa" (see page 
296, left column, conclusion paragraph). 

Lastly, applicants submit the Nisar reference (IDS filed eoneurrentiy herewith), which 
provides a review of avaliable methods of treating heiBorrhoids kfK>wn in the art after the time of 
the invention. Notably, the review does not inciude rectally adrainlstering a pharmaceutical 
composition "consisting essentially of a thrombolytic protein. 

Accordingly, the claimed invention of a method for treating hemorrhoids that inchides 
rectally administering a phamiaceiuical composition "consisting essentially of a thrombolytic 
protein was a surprising discovery. The cited references, individually and in combination, fail to 
obviate the claimed invention. The coit^bination of references fails to read on the in veiUjitn as it 
is claimed and the combination of references fails to provide any motivation and reasonable 
expectation of success for arriving at the invention. Applicants respectfully request 
reconsideration and withdrawal of the rejection. 
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Reiectton tmtter 35 U,S,C. § 103 over Eschenfelder. Baldwin. Irw and Ofa 

On page 12 of the office action, the examiner rejects ciaims 26-31 and 33 under 35 
U.S.C. § 103(a) over Esehenfdder and Baldwin as applied to claims 26-28, and 33 above, arsd in 
further view of hy (US 5, 720,962) and Oh {WO 01/22935), 

Applicants believe that the claini amendmenis and arguments outlined above, overcome 
the present rejection. For example, the combination of references also fails to provide any 
motivation and reasonable expectation of success for arriving at the invention for the reasons 
provided above. The Iw aiid Oh references fail to rectify the deficiencies of the combination of 
Eschentelder and Baldwin. 

Furthermore, the Oh reterence teaches away from the claimed invention and confirms 
that there is no motivation to combine the references. Oh disclo.ses that its composition is to be 
applied "not to the localized region, but to the palm or other particular parts of the hand" (p. 2 
last paragraph to p. 3, line 7 of Oh). 

Applicants respectfuily request reconsideration and withdrawal of the rejection. 
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Conclttsion 



In view of the foregoing aiTjendments and Ksmarks, entr> of tlie aiiiendraems and 
iavorable consideration of the claims are respectfully requested. If the examiner has any 
questions or concerns regarding this amendment, j,he is inviied to contact the undersigned at the 
telephone number listed below. If any fees are due or any over overpayment made in connection 
with tliis paper, please charge or credit our Deposit Account No.: 08-2461 . 



RespectfuMy submitted, 

/anna c. c hau/ 

.Anna C, t'hau 
RegisU-aticnNo.: 54,637 
Attorney for Applicants 

HOf^FMANN & IJARON, LL? 
6900 Jericho Turnpike 
Syosset New York 1 1791 
{516)822-3550 
ACC:lg 



